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Claims Listing 

L (Currently Amended) An analop of a - prot e in A modified form of a regulator of 
complement activation protein (RCA protein) wherein the RCA prptein is s elected from the 
group consisting of complement receptor 1, complumont receptor 2, decay accelerating factor, 
membrane cofactor protein, C4 binding protein, factor H, and these t hose complem e nt regulating 
RCA p roteins wherein the catboxy terminus of the RCA protein is removed to allow the protein 
to be secreted, wherein said the modified form p rotein analog is selected from the group 
consisting oft 

a) a hybrid RCA protein c omplainant rogu l ating - proteiiHinalofiO containing comprising 
short consensus repeats {SCRs^derived from a s e cond two , different complement regulating 
protein of the RCA proteins not including combinations conoiptinfl of complement r e c e ptor 
1 - and comp l omont rec e ptor 3 , 

b) a recombined RCA protein complomont r e gulating protein analogs wherein the short 
consensus repeats SCRs of the RCA protein are rearranged, and 

c) a truncated RCA protein c omplomont regulating protein anategs-consi sting of ao fow as 
three SCRs short con c onGUS repooto , 

wherein the modified form of the RCA p rotein aaateg binds C3b, C4b or C3b and C4b. 
2. (cancelled) 

2^ X (Currently Amended) The Analog modified form of the RCA protein o f claim 1 
wherein the RCA p rotein is complement receptor em \, 
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3 A (Currently Amended) Tho-anateg modified form of an RCA protein of claim 1 
wherein thej^Q^protein is decay accelerating factor. 

^ X (Currently Amended) The gftrioe modified form of the RCA p rotein of claim 1 
wherein the RCAjprotein is factor M. 

6. (cancelled) 

7. (cancelled) 

^ Jt. (Currently Amended) An analog of a protoin -A modified form of an RCA protein 
wherein the fiCA protein, js,selected from the group consisting of complement receptor 1, 
complement receptor 2, decay accelerating factor, membrane cof actor protein, C4 binding 
protein, factor H, and these RCA proteins wherein the carboxy terminus of the RCA protein i s 
removed to allow the protein to be secreted, wherein the prot ei n analog modified form c ontains 
amino acid substitutions in the s hort cons e nouo repeats SQ^which correspond to amino acid 
substitutions in the fihor^eonsensuo r e poatG SCRsof complement receptor one JL(SEQ ID No: 
13) selected from the group consisting of: 

CRM with its first 122 amino acids (SCR1-2) (Sequence ID Nos 1 and 3) replaced with 
CR1 amino acids 497-618 (SCR 8-9) (Sequence ID Nos. 2 and 4) and CRl-4(8,9) with deletion 
of 194-253; and substitution of amino acids 271-543 with: T-R-T-T-F-H-L-G-R-K-C-S-T-A-V- 
S-P-A-T^S-E-G-L-R.I^C-A-A-H-P.R-E-T-G-A-L-Q-P-P-H-V-K (Sequence ID No. 1 1), or 
these amino acid sequences where any I is replaced with either L or V, any L is replaced with 
either I or V, any V is replaced with I. L, or F> any F is replaced with V, any K is replaced with 
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R, any R is replaced with K, any Q is replaced with N t any N is replaced with Q, any D is 
replaced with E[(. )), any E is replaced with D, any G is replaced with A, or any A is replaced 
with G. 

9. (cancelled) 

J* 1<£ (Currently Amended) An analog A modified form of decay accelerating factor 
wherein one or more substitutions are introduced into the region of the protein corresponding to 
decay accelerating factor short con se noua ropoats SCRs 2-3 as shown in Sequence ID No. 17 
selected from the group consisting of 180-187; S-T-K-P-P-I-C-Q (amino acids 54-61 of 
Sequence ID No. 4); 175 z 178: N-A-A-H (amino acids 49-52 of Sequence ID No. 4); 175-187: S- 
T-K-P-P-I-C-Q-N-A-A-H (Sequence ID No. 9); 130: R (amino acid 4 of Sequence ID No. 3); 
145: D (amino acid 19 of Sequence ID No. 4); 77-84; K-L-K-T-Q-T-N-A-S-D (amino acids 12- 
21 of Sequence ID No. 2); 90-92: S-L-K (amino acids 27-29 of Sequence ID No. 2), and these 
amino acid sequences where I is replaced with either L or V, L is replaced with either I or V, V 
is replaced with I, L, orF, P is replaced with V, K is replaced with R, R is replaced with K f Q is 
replaced with N, N is replaced with Q, D is replaced with E, E is replaced with D, G is replaced 
with A, or A is replaced with G. 

^ X- (Currently Amended) The analog modified form of the RCA protein of claim 1 
wherein the complomont regulatory modified form of the RCA p rotein is factor H comprising 
sequences conferring on the modified form of the RCA p rotein an activity selected from the 
group consisting of Cab binding activity, C3b cofactor activity, C4b binding activity, and C4b 
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cofactor activity, wherein the sequences are derived from a protein selected from the group 
consisting of complement receptor 1, membrane cofactor protein, C4 binding protein, and factor 
H. 

g jd. (Currently Amended) The analog modified form of the RCA protein of claim 1 
oomprioing wherein the hybrid RCA protein at l e ast one comprises short oonfionsufl - ropaat SCRs 
derived fro m a different an RCA p rotein selected from the group consisting of complement 
receptor 1, complomont r e ceptor 2, decay accelerating factor, membrane cofactor protein, C4 
binding protein, and factor H. 

°j )d. (Currently Amended) The analog modified form of the RCA protein o f claim 1 
wherein the modified form of the RCA o rotein-fiftfllo^ includes SCRs 2, 3 and 4 of DAF and has 
C3b cofactor activity, C4b cofactor activity and decay accelerating activity. 
ID (Currently Amended) The analog Ajnodified form of the RCA protein o f claim 1 

wherein the truncated RCA protei n region of th e prot e in having bio lo pjonl activity consists of 
three short conoonsus rogiono SCRs and has two complement regulatory activities. 
/I (Currently Amended) The analop of claim modified form of the RCA protein of 

claim 1. /f or f urther comprising a pharmaceutical^ acceptable carrier for administration to a 
pati e nt in nood th e r e of . 

/ 2s (Currently Amended) A method for making an analog of a protein - a modified form 

of an RCA protein wherein the RCA protein is s elected from the group consisting of complement 
receptor 1, complement r e c e ptor 2, decay accelerating factor, membrane cofactor protein* C4 
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binding protein, factor H, and these complement regulating RCA p roteins wherein the carboxy 
terminus of the RCA protein i s removed to allow the protein to be secreted, compri o ing 
conotructing - ft DNA s e quonco encoding a proto i n analog wherein the modified form is selected 
from the group consisting of: 

a) a hybrid RCA protein c omplem e nt ropulatinp protoin analog contoinuifl comprising 
short oonoonouo repoatc SCRs d erived from e-second two, different compl e mon ^regulftteg 
Pfoteift of the RCA proteins not inoludinp oombinntio a fi conoiBtinp of complement r e oeptflr 
1 and compl e ment receptor 2 , 

b) a recombined RCA protein compl e ment regulating protoin aiialogn wherein the short 
consensu s roponta SCRs of the RCA protein are rearranged, and 

c) a truncated RCA protein complement regulating protoin analogs consisting o f as few on 
three SCRs s hort con o onsufl rop e ato . 

wherein the modified form of the RCA p rotein analog binds C3b 7 C4b, or C3b and C4b. and 

the method comprising expressing the a_DNA sequence encoding the modified form of 

the RCA protein i n a suitable host cell for e xpression of th e prot e in analog , 
17. (cancelled) 

1 3 (Currently Amended) The method of claim ^wherein the JtCA p rotein esed40 

~ form the analog is complement receptor eftej,, 

I (Currently Amended) The method of claim ^wherein the RCA p rotein is decay 

accelerating factor. 
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yl6. (Currently Amended) The method of claim }t& wherein the RCA p rotein is factor 



H. 



21. 



(cancelled) 



22. 



(cancelled) 



3$. 



(Currently Amended) A method for making 




modified ferny 



of an RCA protein wherein the RCA protein is selected from the group consisting of complement 
receptor 1, complement receptor 2, decay accelerating factor, membrane cofactor protein, C4 
binding protein, factor H, and these pioteins wherein the carboxy terminus of the RCA protein i s 
removed to allow the protein to be secreted, wherein the protein analog modified form of an 
RCA protein c ontains amino acid substitutions in the short conocHisus rep e oto SCRs which 
correspond to amino acid substitutions in the short cono onG U S r e p e a to SCRs of complement 
receptor eae i,(SEQ ID No: 13) selected from the group consisting of: 

CR1-4 with its first 122 amino acids (SCR1-2) (Sequence ID Nos. 1 and 3) replaced with 
CR1 amino acids 497-618 (SCR 8-9) (Sequence ID Nos. 2 and 4) and CRl-4(8,9) with deletion 
of 194-253; substitution of amino acids 271-543 with: T-R-T-T-P-H-I^G-R-K«C-S-T-A-V-S-P- 
A-T-T-S-E-G-L-R-L-C-A-A-H-P-R-E-T-G^A-L-Q-P-P-H-V-K (Sequence E> No. 11), and these 
amino acid sequences where any I is replaced with either L or V, any L is replaced with cither I 
or V, any V is replaced with I, L, or F f any F is replaced with V, any K is replaced with R, any R 
is replaced with K, any Q is replaced with N f any N is replaced with Q, any D is replaced with E, 
any E is replaced with D, any G is replaced with A, or any A is replaced with G, 



WU 101 Cff 



8 



PAGE 12/1 9 * RCVD AT «1 5/20M S:13:56 PM [Eastern Daylight Time] * SVR:USPT0^ FXRF-Irt » DNIS:B729306 * CSID:404 881 0470 « DURATION (mm^s):0446 



APR. 15, 2004 5:16PM HOLLAND & KNIGHT 



NO. 2493 P. 13 



U.SS.N, 08/126,505 
Fil<sd: September 24 t 1993 
SUPPLEMENTAL AMENDMENT 

the method comprising expressing a DNA encoding the prot e in analog modified form of the 
RCA protein i n a e uitablo host cell and rooovoring tho prot e in analog . 

/ ^ (Currently Amended) A method for making on analog of a protoin a modified form 
of an RCA protein wherein the RCA protein is selected from the group consisting of complement 
receptor 1, complement receptor 2, decay accelerating factor, membrane cof actor protein, C4 
binding protein, factor H, and these proteins wherein the carboxy terminus of the RCA protein i s 
removed to allow the protein to be secreted, wherein the prot e in - analog modified form of an 
RCA protein c ontains amino acid substitutions in the ohort cons e nsus repeats SCRs w hich 
correspond to amino acid substitutions in the short oonoonsuo repents SCRs o f complement 
receptor one 1_(SEQ ID No; 1 3) selected from the group consisting of: 

79: D (amino acid 19 of Sequence ID No. 4); 37,79: Y J> (amino acid 37 of Sequence ID 
No. 2 and amino acid 19 of Sequence ID No. 4); 92; T (amino acid 32 of Sequence ID No. 4); 
92-94: K...Y (amino acids 32-34 of Sequence ID NO. 3); 99,103,106: S...T..J (amino acids 39, 
43 and 46 of Sequence ID No. 3); 109-112: D-T-V-I (amino acids 49-52 of Sequence ID No. 3); 
1 10: T (amino acid 50 of Sequence ID No. 3); 111: V (amino acid 51 of Sequence ID No. 3); 
1 12: 1 (amino acid 52 of Sequence ID No. 3); 1,3- Q »N (amino acids 1, 3 of Sequence ID No. 

1) ; 6-9: E-W-L-P (amino acids 6-9 of Sequence ID No. 1); 12-16, 18-21: K-I^K-T-Q.„N^A-S-D 
(amino acids 12-21 of Sequence ID No. 2); 27,29. S...K (amino acids 27,29 of Sequence ID No. 

2) ; 37: S (amino acid 37 of Sequence ID No. 1); 44, 47, 49: L.EL.S (amino acids 44, 47, 49 of 
Sequence ID No. 1); 52-54, 57, 59: TG-A...R...R (amino acids 52-54, 57, 59 of Sequence ID No. 

WU IQ1 cip 

9 



PAGE 13/19* RCVDAT4/1«20O45:13:56PM [EastemDay1ightrimel*SVR:USPT0-EFXRF.1tt ^DNIS^SOe'CSIDlWSgl 0470*DURATK>NOnm-ss):0446 



APR. 15. 2004 5:16PM HOLLAND & KNIGHT NO. 2493 P. 14 



U-5-S.N. 08/126^05 
Filed: September 24, 1993 
SUPPLEMENTAL AMENDMENT 

1); 78-79, 82: K-G ..JF (amino acids 18-19, 22 of Sequence ID No. 3); 85, 87: Q...K (amino acids 
25, 27 of Sequence ID No. 3); 12-16, 18-21: R-P-T-N-L ...D-E-F-E (amino acids 12-21 of 
Sequence ID No. 1); 27,29: Y...N (amino acids 27, 29 of Sequence ID No. 1); 35, 64-65, 94: 
G...R-N...Y (amino acid 35 of Sequence ID No. 1> amino acids 4-5, 34 of Sequence ID No. 3), 
and these amino acid sequences where any I is replaced with either L or V, any L is replaced 
with either I or V, any V is replaced with I, L, or F, any F is replaced with V, any K is replaced 
with R, any R is replaced with K, any Q is replaced with N, any N is replaced with Q f any D is 
replaced with E, any E is replaced with D, any G is replaced with A, or any A is replaced with G, 
the method comprising expressing a DNA encoding the pr otein analog modified form of the 
RCA protein i n a suitabl e host cell and recovering - th e prot e in analog . 

/ $ jZl ■ " (Currently Amended) A method for making an analog a modified form o f decay 
accelerating factor wherein one or more substitutions are introduced into the region of the protein 
corresponding to decay accelerating factor short conoenoua ropoatG SCRs 2-3 as shown in 
Sequence ID No. 17 selected from the group consisting of 

180-187: S-T-K-P-P-I-C-Q (amino acids 54-61 of Sequence ID No. 4); 175-178: N-A-A- 
H (amino acids 49-52 of Sequence ID No. 4); 175-1 87: S-T-K-P-P-I-C-Q-N-A-A-H (Sequence 
ID No. 9); 130: R (amino acid 4 of Sequence ID No. 3); 145: D (amino acid 19 of Sequence ID 
No. 4); 77-84: K-I^K-T-Q-T-N-A-S-D (amino acids 12-21 of Sequence ID No. 2); 90-92: S-L-K 
(amino acids 27-29 of Sequence ID No. 2), and these amino acid sequences where any I is 
replaced with either L or V, any L is replaced with either I or V, any V is replaced with I, L, or F, 
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any F is replaced with V, any K is replaced with R t any R is replaced with K, any Q is replaced 
with N, any N is replaced with Q, any D is replaced with E, any E is replaced with D, any G is 
replaced with A, or any A is replaced with G. 

I " fo. (Currently Amended) The method of claim ^wherein the complement regulatory 
RCAprotein is factor H comprising sequences conferring on the protein an activity selected from 
the group consisting of C3b binding activity, C3b cofactor activity, C4b binding activity, and 
C4b cofactor activity, wherein the sequences are derived from [[a]] an RCA p rotein selected 
from the group consisting of complement receptor I , membrane cofactor protein, C4 binding 
protein, and factor H. 

2,0 (Currently Amended) The method of claim comprising oppressing q wherein 

the DNA sequence encodes e ncoding a prote in a hybrid RCA protein comprising SCRs derived 
from an RCA protein s elected from the group consisting of complement receptor 1, complement 
rec e ptor 2, decay accelerating factor, membrane cofactor protein, C4 binding protein and factor 
H, including in reading frame a DNA encoding at least one gCR ohort cons o nDUQ repeat derived 
from a different RCA p rotein selected from the group consisting of complement receptor 1, 
complem e nt rocoptor 2, d ecay accelerating factor, membrane cofactor protein, C4 binding 
protein, and factor Hy- aot including combinations oonoioting of compl e m e nt rec e ptor 1 and 
c ompl e ment receptor 2 . 
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%\ (Cuirently Amended) The method of claim^rj wherein the protein analog 

modified form of the RCA protein includes $CRs 2, 3. and 4 of DAP and has C3b cof actor 
activity, C4b cofactor activity and decay accelerating activity. 

y It- 
'll" ^ Currcntly Amended ) The method of claim j^wherein the-iH?etefa -modified form 

of the RCA protein is a truncated RCA protein consisting of three SCRs confute flsn en tinlly nf 
throo ahort oonsonous regions and km having t wo complement regulatory activities, 
2^ ,20. (Currently Amended) The method of claim ^further comprising isolated 
isolating the analog modified form of the RCA protein and mixing with the isolated wwteg 
modified form of an RCA proteina pharmaceutical^ acceptable carrier for adminiotrarion te-a 



2 4" (Currently Amended) A DN A sequence which encodes an analog of claim a 

modified form of the RCA protein of claim 1 .4. or Ifl . 

%^ ( Cuiremi y Amended) The DNA sequence of claim inserted into an expression 

vector operably linked to control sequences compatible with a host cell, which expression vector 
is capable, when transformed into the host cell, of expressing a DNA encoding the analog of 
efattfift-l -modified form of the RCA protejn . 
33. (cancelled) 

2 \fi (Currently Amended) A method for enhancing the C4b or C3b cofactor activity of 

a complomont r e gulatory an RCA p rotein, wherein the protein has either C3b or C4b cofactor 
activity, comprising adding sequences to the protein conferring binding of the other ligand, either 
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C4b or C3b, wherein the sequences are present in a protein selected from the group of naturally 
occurring complement receptor 1, compl eme nt r e c e ptor 2, decay accelerating factor, membrane 
cofactor protein, C4 binding protein, and factor Hy- not including combination consisting of 
s e ptor 1 and compl e ment r e ceptor 2 , 
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